Upregulated Glucose Metabolism Correlates Inversely with CD8(+) T-cell Infiltration and Survival in Squamous Cell Carcinoma by Ottensmeier, Christian H et al.


	
  
	 	
  
   

	
					

	 !


"
#$	
% &
"
#'	% 	
"
#(		)
		*	
"
#
+*	(
"
#(	,
"
#!-
"
#(-
.
#
 
-*
.
#/	
( 	
"#0
#)
1 
"#0

	 

"
   	 

.
 	 


2

 		 !	

$"	 #$%$ !&
,		
 '&	(	)*+,-./,/0
	

 	&	1	
	


	"1234+ 	(

56678
)
 *9++04:34;/<4:
	&	1=>
,	
	<1	*/
	0?:
	 &
:
!		



on June 7, 2016. © 2016 American Association for Cancer Research. cancerres.aacrjournals.org Downloaded from 
Author manuscripts have been peer reviewed and accepted for publication but have not yet been edited. 
Author Manuscript Published OnlineFirst on May 20, 2016; DOI: 10.1158/0008-5472.CAN-15-3121 
4

3
	

.&  &>    	1	 >  	 	1  
		 	  	 	 @'	    
>&>		1'	
	1   	&1  	  &A 	 	@	'
1  	  	 		  	!	1   
* #$0  B  	 *
0 1   &1 	 
1	 & &   ' 1 	 C
	> #$&		1
	1&%(@#&'				1
	&'	










on June 7, 2016. © 2016 American Association for Cancer Research. cancerres.aacrjournals.org Downloaded from 
Author manuscripts have been peer reviewed and accepted for publication but have not yet been edited. 
Author Manuscript Published OnlineFirst on May 20, 2016; DOI: 10.1158/0008-5472.CAN-15-3121 
:

4


  	   & 1  $.!+  28!-28!$ 
1   	 	 *0 .&	 >	
	1	   !  & !	  	1  &> 
&	 1 *0 	  &  	   	 
>&>1&		 	  	&' 1
>&		
	&	1128!'	
			D&1 #$		28!$*4:0	11
>&>	>	
	!1  ! 	 &A   	 E	
		 #$ 	B	 	*+0'	
'    	  	 @2F!   > B 
	 *@E
0 */0 .	 3/G  @2F! @E
  
1  ! 	 111   	   		
1 & > @2F! @E
   	 
' 	1    #$       &
	& >>!	>1
*60 	     *<0   	  
	    :
9
 	1	  !  !
			*3,0
  	  & 1& '   	1 	 	 
	& #$	B'		&1

   	 % . * %.0 1 '1 1 	
on June 7, 2016. © 2016 American Association for Cancer Research. cancerres.aacrjournals.org Downloaded from 
Author manuscripts have been peer reviewed and accepted for publication but have not yet been edited. 
Author Manuscript Published OnlineFirst on May 20, 2016; DOI: 10.1158/0008-5472.CAN-15-3121 
+

'	>  *C%E.0 *;0E'	>  & 	   !
		''	1!'11
 1  &' 		  
	 '	C%E.	1	&
	11	'>		'1
'  	 &   1	  	 &'  	  1  	
				'	'	>*0 	1
 
  	 		   #$ 	  	 
'  	   	 1 1 	 
	111'  &D@#
	1
 
on June 7, 2016. © 2016 American Association for Cancer Research. cancerres.aacrjournals.org Downloaded from 
Author manuscripts have been peer reviewed and accepted for publication but have not yet been edited. 
Author Manuscript Published OnlineFirst on May 20, 2016; DOI: 10.1158/0008-5472.CAN-15-3121 
/

1	
		1

WGCNA 
('		
	11	>1
	1'			 %.1(*40	D
1 !1	*:05	&A'	 
1'	>	&	*+0C%E.'
		 	!	1 C%E.>1 ( *;
/0 E'	> '	 1	  & 	1 1 	 '1
%*--1	1-0	1	.4
	  1 	' & 1  	
*%
.0	1	!	>	*--'''&		1-0
Survival analyses 
  	 &' 1    	  ' D
1  2@ 
  '	 D 	1  1
 '  1 	 1  '    1!	>
*(0)!					2@
'	1		&''1		1
(	>1
Immunohistochemistry 
  			 '	 	 1 	 	  	!
&  	 	 *. 	 4 10 .
1 *F H 0 ' 		 &  	  1
	 1 .& 1 8: 83 *$ 	0 %( *8>0
on June 7, 2016. © 2016 American Association for Cancer Research. cancerres.aacrjournals.org Downloaded from 
Author manuscripts have been peer reviewed and accepted for publication but have not yet been edited. 
Author Manuscript Published OnlineFirst on May 20, 2016; DOI: 10.1158/0008-5472.CAN-15-3121 
6

%$ ! @#!I *.&0  #$'	 B 1  J .(/
	J.'	 *+K3KK;0.	1 	!	 #$
	-1!'	'					
	 C  ' 	    	  	 
	 .			 	1 #$	'
	 .1		''! #$
*/0
Cell culture and reagents 
  !						1/<"$-6
2	'	&	. 	14;!4;4
   "   '	 	  (2#6+;
';G
	4$!1;;-$
 ;;L1-$ 	 * 
1!.	0 '	 1
	Mycoplasma
Retroviral transduction 
 !18E.		%$ !'&( !2(

F!	 *0 (		 	 '	 1	  2 
>11   	 '	  ' 4M1- 	 *
1!
.	0 	%$ !'	 ' 
B'!%$ !*
2+,3?.&0# !A11
!#1%*N>#(		$0
Analysis of cellular glycolysis
on June 7, 2016. © 2016 American Association for Cancer Research. cancerres.aacrjournals.org Downloaded from 
Author manuscripts have been peer reviewed and accepted for publication but have not yet been edited. 
Author Manuscript Published OnlineFirst on May 20, 2016; DOI: 10.1158/0008-5472.CAN-15-3121 
<

	'			1
	"H,6		
.D	 *E	 "	 . 
.0  !&	 8 *
1!.	0
'	4$!1@<+'	
H,6		!'! >
*"8 "0   	  +;
+
 -' 		 
	'		 	  	1' 1 *;/  	0
4!8%*+;	0'	A
Tumor therapy experiments 
/<"-616!3'>'	A&'/;
/
 !
 	'
F!		
F!%$ !!	  	 >
.	 :   '	 &  ' 		 	 1	
D'!		<-6!18E.	1	'
' ' 	 :!'>  	  ' 	 1  
 	 O  1  '
4
 .  	 '	 		
	1)@51*&	22$:;-:;430
Statistical analysis 
   	 1 	 &'  1	 	  !
		 C 1!	>  	  )	>!C  *	 	
1	41	0'		 		11'
&		!'	P1;		11	1
'	  	1 	> ' 1	    *0 	 	 *10
1	 11'			'>	
on June 7, 2016. © 2016 American Association for Cancer Research. cancerres.aacrjournals.org Downloaded from 
Author manuscripts have been peer reviewed and accepted for publication but have not yet been edited. 
Author Manuscript Published OnlineFirst on May 20, 2016; DOI: 10.1158/0008-5472.CAN-15-3121 
3

2

The HNSC transcriptome is organized into consistent modules of coexpressed 
genes, which correspond to distinct biological processes
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Coexpression modules are significantly associated with HNSC biomarkers 
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The leukocyte activation module is enriched for genes associated with CD8+ T-
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